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L6 ANSWER 1 OF 47 
ACCESSION NUMBER: 
TITLE: 



INVENTOR (S) : 



PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 

PATENT NO. 



COPYRIGHT 2004 ACS on STN 
141:207223 CA 

Preparation of quinolines and quinazolinee, in 
particular (quinazol i n - 4 yl) aminophenylethanone 
oximes, ae anticancer agents 

Vedula, Manohar Sharma; Kattuboina, Venkata Adieeshu; 
Iqbal, Javed; Ramanujam, Rajagopalan; Rajagopal, 
Snram; Mamidi, Naga Venkata Srinivasa Rao; Josyula, 
Ramanatham; Gutta, Madhusudhan 
Reddy's Laboratories Ltd., India 
PCT Int. Appl . , 103 pp. 
C0DEN: PIXXD2 
Patent 
English 



WO 2004069145 

W: AE, AE, 



KIND / 



A2 



AG 

BG, BR, BR 

CU, CU, CZ 

ES, PI, FI 

IS, JP, jp 

LK, LR, LS 

MZ, MZ, NA, 

RW : BW, GH, GM, 

BG, CH, CY, 

MC, NL, PT, 

GQ, GW, ML, 

GQ, GW, ML, 
PRIORITY APPLN. INFO.: 

GI 




20040819 

AL, |AL, AM, AM,j 

BW, "BY, 

CZ, DE, 

GB, OXj, GE/GE, 
KE, 

, LS, LT, LU, LV, 



APPLICATION NO. 



WO 2004-IB299 

AT, AT, AU, AZ, 

CA, CH, CN, CN, 

DM, DZ, EC, EC, 

CH, GM, HR, HR, HU, 

KP, KP, KP, KR, KR, 

MA, MD, MD, MG, MK, 



20040206 

AZ, BA, 8B, BG, 

CO, CO, CR, CR, 

EE, EE, EG, ES, 

HU, ID, IL, IN, 

KZ, KZ, KZ, LC, 

MN, MW, MX, MX, 



CZ, DE, DK, EE, ES 



MZ, SD, SL, SZ, TZ, UG, ZM, ZW, AT, BE, 



RO, SE, SI, SK, 
MR, NE, SN, TD, 
MR, NE, SN, TD, 



GB, GR 
TR, BF, BJ, CF, CG 
TG, BF 
TG 

IN 2003-MA108 



HU, IE, IT, LU, 
CI, CM, GA, GN, 
CF, CG, CI, CM, GA, GN, 

A 20030207 



STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

B Title compds. I [wherein Ri, R2 - H, halo, OH, N02 , CN, NH2, 

(un) substituted cyclo/ar/heteroar/heterocyclyl /al kyl , cyclo/alkoxy acyl 
acyloxy, hetero/aryl, aryloxy, alkylthio, arylthio, alkenyl, aroyl' 
heteroaryloxy, arylcarbonyl , C02H and derive., etc.; R3 - H, halo, 'oH, 

NH2, CH2CN, (un) substituted cyclo/alkyl, ar/cyclo/alkoxy, hetero/aryl 
aryloxy, acyl, C02H and derivs . , etc.; R4 , R5, RG - independently H, ' 

OH, N02, CN, NH2, (un) substituted ar/cyclo/alkyl, cyclo/alkoxy, 
hetero/aryl, acyl, C02H and derivB . , etc.; W - (un) Hubstituted' Ph 
naphthyl, pyrrolyl , pyridyl, quinolinyl, benzof uryl , dihydrobenzofuryl 
benzopyranyl, dihydrobenzopyranyl , indolyl, indolinyl, azaindolyl 
azaindolinyl, pyrazolyl, benzothiazolyl , benzoxazolyl , and the like- Q . 
N, CH, C; Y - O, NH, CH2 ; X » (0)r; Z - (CH2)s; T - (CH2)t; U - (0) U . s 



COPYRIGHT 2004 ACS on STN (Continued) 
their pharmaceutical^ acceptable salts, and their 
f ^ r «^ i80mere; With ^ oviB OB) were prepd. as anticancer agents. 
3-atep synthesxs Cor quinazoline II is given. Selected I displayed 



potent 

antiproliferative activity 



the human tumor lines with GIS0 values at 
SW 620 (3-5 .mu.M), and H522 (3 .mu.M) and SKOV3 



h for MCF 7 (3-5 
(2-7 .mu.M) cell 
7«1275-79-«P, 4-| 

ino] -7-isopropoxy 6 -methoxyquinol i ne - 3 - carboni trile 

?ih*™,!? harmaC ? l09iCal activitv > ! SPN (Synthetic preparation) ; THU 
Therapeutic use) ; BIOL (Biological study); PREP (Preparation) 



. mu . M) 
lines . 

-[!-[[ (4 -Fluorobenzyl) oxy] imino] ethyl ] phenyl ] am 



USES 



(antitumor agent; prepn. of quinolines and quinazolines, in parti, 
o^ 1 ^ Z ^ lln ^ 4 " yl)aminophenyleth * none ° ximes < a « antitumor agents) 



741275 79-6 
INDEX NAME NOT YET ASSIGNED 
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ACCESSION NUMBER : 
TITLE: 



CORPORATE SOURCE: 



PUBLISHER: 
DOCUMENT TYPE 
LANGUAGE 



COPYRIGHT 2 004 ACS on STN 
140:357180 CA 

7-Alkoxy-4-phenylamino-3-quinolinecarbonitrilea as 
Dual Inhibitors of Src and Abl Kinases 
Boschelli, Diane H. ; Wang, Yanong D. : Johnson, Steve; 
Wu, Biqi; Ye, Fei ; SoBa, Ana Carolina Barrios; Golan, 
Jennifer M. ; Boschelli, Frank 

Chemical and Screening Sciences and Oncology, Wyeth 
Research, Pearl River, NY, 10965, USA 
Journal of Medicinal Chemistry (2004), 47(7) 
1599-1601 

CODEN: JMCMAR; ISSN : 0022-2623 
American chemical Society 
Journal 
English 



• cngiisn 
7-Alkoxy-4-phenylamino-3-quinolinecarbonitrileB were prepd. by several 
™ , a " d a " P ° tent illhibitorB of Src and Abl kinase activity. 

IT 3B0B43-75-4P, SKI606 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); BIOL 
(Biological study); PREP (Preparation) 

(prepn. of 7-alkoxy-4 -phenylamino-3 -quinolinecarboni tri les as 
inhibitors of Src and Abl kinases) 
RN 380843-75-4 CA 
CN 3-Quinolinecarbonitrile, 

4- [ (2,4-dichloro-5-methoxyphenyl)amino] -6-methoxy- 

7- [3- (4 methyl -1-piperazinyUpropoxy] - (9CI) (CA INDEX NAME) 




REFERENCE COUNT : 
THIS 



THERE ARE 3 3 CITED REFERENCES AVAILABLE FOR 
RECORD. ALL CITATIONS AVAILABLE IN THE RE 
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INVENTOR (S) : 
PATENT- ASSIGNEE(S) ; 

SOURCE : 

DOCUMENT TYPE : 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 

PATENT NO. 



140:350577 CA 

Inhibition of arc family kinases for the treatment of 
reperfusion injury related to revascularization 
Lorsordo, Douglas W. 

Caritas St. Elisabeth's Medical Center of BOBton 
Inc., USA 

PCT Int. Appl., 62 pp. 

CODEN: PIXXD2 

Patent 

English 



KIND 



DATE 



APPLICATION NO. 



DATE 



WO 2004032709 

W: AE , AG, AL, 

CO, CR, CU, 

GM, HR, HU, 

LS, LT, LU, 

PL, PT , RO , 

UA, UG, US, 

RU, TJ, TM 

RW: GH, GM, KE , 

CH, CY, CZ, 



A2 20040422 WO 2003-US31430 

AM, AT, AU, AZ, BA, BB, BG , BR, BY, 

CZ, DE, DK, DM, DZ, EC, EE, ES, FI, 

ID, IL, IN, IS, JP, KE, KG, KP, KR, 

LV, MA, MD, MG, MK, MN, MW, MX, MZ, 

RU, SC, SD, SE, SG, SK, SL, TJ, TM, 

UZ, VC, VN, JfU, ZA, ZM, ZW, AM, AZ , BY, KG, KZ, MD 



20031003 
BZ, CA, CH, CN, 
GB, GD, GE, GH, 
KZ, LC, LK, LR, 
NO, NZ, OM, PH, 
TN, TR, TT, TZ, 



LS, MW, MZ, SD, SL, SZ, TZ, UG, ZM, 
DE, DK, EE, ES, FI , FR, GB , GR, HU, 
RO, SE, SI, SK, TR, BF, BJ, CF, CG, CI, 
MR, NE, SN, TD, TG 

US 2002-416334P 



ZW, AT, BE, BG, 
IE, IT, LU, MC, 
CM, GA, GN, GQ, 

P 20021004 



NL, PT, 
GW, ML, 
PRIORITY APPLN. INFO.: 

AB The invention provides methods for treating, preventing, or reducing 

reperfusion injury or post -pump syndrome by administering an inhibitor of 
vascular endothelial growth factor-mediated vascular permeability. The 
inhibitors of the invention include inhibitors of src family kinases. 

IT 380843-75-*, SKI-606 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study) ; USES (Uses) 

(src family kinase inhibitors for treatment of reperfusion injury 
related to revascularization) 

RN 380843-75 4 CA 

CN 3 -Quinolinecarbonitrile, 

4- [ U,4-dichloro-5-methoxyphenyl)amino] -6-methoxy- 

7-(3 (4 -methyl - 1 -piperazinyl ) propoxy) - (9CI) [CA INDEX NAME) 
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ACCESSION NUMBER: 
TITLE : 



AUTHOR (S) : 



CORPORATE SOURCE: 



SOURCE : 



PUBLISHER: 
DOCUMENT TYPE 
LANGUAGE : 



COPYRIGHT 2004 ACS on STN 
140:314392 CA 

3D QSAR and docking studies on 4-anilinoquinazoline 
and 4 -anilinoquinoline epidermal growth factor 
receptor (EGFR) tyrosine kinase inhibitors 
Assefa, Haregewein; Kamath, Shantaratn; Buolamwini, 
John K. 

College of Pharmacy, Department of Pharmaceutical 
Sciences, University of Tennessee Health Sciences 
Center, Memphis, TN, 38163, USA 

Journal of Computer- Aided Molecular Design (2003), 
17(B), 475-493 

CODEN: JCADEQ; ISSN: 0920-654X 
Kluwer Academic Publishers 
Journal 
English 

AB The overexpression and/or mutation of the epidermal growth factor 
receptor 

(EGPR) tyrosine kinase has been obsd. in many human solid tumors, and is 
under intense investigation as a novel anticancer mol . target. 
Comparative 3D -QSAR analyses using different alignments were undertaken 
employing comparative mol. field anal. (CoMFA) and comparative mol. 
similarity anal. (CoMSIA) for 122 anilinoquinazoline and SO 
anilinoquinoline inhibitors of EGFR kinase. The SYBYL multifit alignment 
rule was applied to three different conformational templates, two 

from a MacroModel Monte Carlo conformational search, and one from the 
bound conformation of erlotinib in complex with EGFR in the x-ray crystal 
structure. In addn., a flexible ligand docking alignment obtained with 
the GOLD docking program, and a novel flexible receptor guided consensus 
dynamics alignment obtained with the DISCOVER program in the INSIGHTII 
modeling package were also investigated. 3D-QSAR models with q2 values 



obta 



up 



to 0.70 and : 



2 values up to 0.97 were obtained. Among the 
4-anilinoquinazoline set, the q2 values were Bimilar, but the ability of 
the different conformational models to predict the activities of an 
external test set varied considerably. In this regard, the model derived 
using the x ray crystallog. detd . bioactive conformation of erlotinib 
afforded the best predictive model. Electrostatic, hydrophobic and 
H-bond 

donor descriptors contributed the most to the QSAR models of the 
4-anilinoquinazolines, whereas electrostatic, hydrophobic and H-bond 
acceptor descriptors contributed the most to the 4 -anilinoquinoline QSAR, 
particularly the H bond acceptor descriptor. A novel receptor-guided 
consensus dynamics alignment has also been introduced for 3D-QSAR 
studies . 

This new alignment method may incorporate to some extent ligand- receptor 
induced fit effects into 3D-QSAR models. 
TT 214470-41-4 



unclassified); PRP (Properties); BIOL 



RL: BSU (Biological study, 
(Biological study) 

(3D-QSAR and docking studies on 4-anilinoquinazoline and 
4-anilinoquinoline EGFR tyrosine kinase inhibitors) 
214470-41-4 CA 

3-Quinolinecarboxylic acid, 4 [ (3-bromophenyl) amino] -6, 7 dimethoxy- 

1 

ester (9CI) (CA INDEX NAME) 
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ACCESSION NUMBER: 
TITLE: 

ligand -binding 

INVENTOR (S) : 

PATENT ASSIGNEE (S) : 
SOURCE : 



DOCUMENT TYPE : 
LANGUAGE ; 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



140:229401 CA 

Three hybrid assay system fo 



dating 



polypeptides and for isolating small mol. ligands 
Come, Jon H. ; Becker, Frank; Kley, Nikolai A . ; 
Reichel, Christoph 
USA 

U.S. Pat. Appl. Publ., 238 pp., Cont . - in-part of U.S. 

Ser. No. 91,177. 

CODEN: USXXCO 

Patent 

Engliah 



PATENT NO. 



US 2004043388 
US 2003165873 
PRIORITY APPLN . INFO. 



20040304 
20030904 



APPLICATION NO. 

US 2002-234985 
US 2002-91177 
US 2001-272932P 

US 2001 278233P 

US 2001-329437P 

US 2002-91177 



20020903 
20020304 
P 20010302 

P 20010323 

P 20011015 

A2 20020304 



AB The invention provides compns . and methods for isolating ligand-binding 

polypeptides for a user- speci f ied ligand, and for isolating small mol. 
^ ligands for a user-specified target polypeptide using an improved class 

hybrid ligand compds . Prepn . of compds . , e.g a methotrexate moiety 
linked 

by a polyethylene gycol moiety to dexamet hasone , is described 
IT 214485-B1-1D, conjugates 

RL; BUU (Biological use, unclassified) ; THU (Therapeutic use) ; BIOL 
(Biological study) ; USES (Uses) 

(three hybrid assay system for isolating ligand-binding polypeptides 
and for isolating small mol. ligands) 
RN 2144B5 81-1 CA 
CN 3 -Quinolinecarbonitrile, 

4- [ (4-chloro-2-fluorophenyl)amino] - 6, 7 - dimethoxy- 
(9CI) (CA INDEX NAME) 
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ACCESSION NUMBER: 
TITLE: 



PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT : 
PATENT INFORMATION : 



COPYRIGHT 2 004 ACS on STN 
140:193052 CA 

Use of LCK inhibitors for treatment of immunological 
diseases 

Roth, Gerald Jurgen; Meckel, Armin; Walter, Rainer; 

Hilberg, Frank; Hauptmann, Rudolf; Ernst, Steffen; 

Stefanic, Martin; Colbatzky, Florian 

Boehringer Ingelheim Pharma GmbH & Co. KG, Germany 

Ger. Of fen. , 12 pp. 

CODEN : GWXXBX 

Patent 

German 



PATENT NO. 






KIND 


DATE 




APPLICATION NO. 




DATE 


DE 


10237423 






Al 




20040219 




DE 2002 


10237423 




20020816 


WO 


2004017948 




A2 




20040304 




WO 2003 


EPS890 




20030811 


WO 


2004017948 




A3 




20040422 












W: AE, 


AG, 


AL, 


AM, 


AT, 


AU, AZ, 


BA, 


BB, BG 


BR, BY, 


BZ 


CA, CH, CN 




CO, 


CR, 


CU, 


CZ, 


DE, 


DK, DM, 


DZ, 


EC. EE 


ES, FI, 


GB 


GD, GE, GH 




CM , 


HR, 


HU, 


ID, 


IL, 


IN, IS, 


JP, 


KE, KG 


KP, KR, 


KZ 


LC, LK, LR 




LS, 


LT, 


LU, 


LV, 


MA, 


MD, MG, 


MK, 


MN, MW 


MX, MZ, 


NI 


NO, NZ, OM 




PG, 


FH, 


PL, 


PT, 


RO, 


RU, SC, 


SD, 


SE, SG, 


SK, SL, 


SY 


TJ, TM, TN 




TR, 


TT, 


TZ, 


UA, 


UG, 


US, UZ, 


vc, 


VN, YU, 


ZA , ZM , 


ZW 


AM, AZ, BY 




KG, 


KZ , 


MD, 


RU 














RW: GH, 


GM, 


KE, 


LS, 


MW, 


MZ, SD, 


SL, 


SZ, TZ, 


UG, ZM, 


zw 


AT, BE, BG, 




CH, 


CY, 


cz, 


DE, 


DK, 


EE, ES, 


FJ , 


FR, GB, 


GR, HU, 


IE 


IT, LU, MC, 




NL, 


PT, 


RO, 


SE, 


SI, 


SK, TR, 


BF , 


BJ, CF, 


CG, CI, 


CM 


GA, GN, GQ, 




GW, 


ML, 


MR, 


NE, 


SN, 


TD, TG 










PRIORITY 


APPLN. 


INFO 












DE 2002- 


10237423 




A 20020816 



AB The invention discloses a method for treatment of Immunol . diseases or 

pathol. conditions which contain an Immunol . component, using certain LCK 
inhibitors, which already are known as kinase inhibitors for therapy in 
oncol., optionally in combination with one or more other medications 
selected from NSAIDs, steroids, DMARDs, immunosuppressants, biol 

response 

modifiers, and antiinf ectives . Also disclosed are pharmaceutical compns 
which contain the LCK inhibitors as well as the other medications, and 

of LCK inhibitors for prodn . of a pharmaceutical compn. for treatment of 
Immunol, diseases or pathol. conditions which contain an Immunol . 
component . 
IT $60412-36-3 

RL: PAC (Pharmacological activity) ; THU (Therapeutic use) ; BIOL 
(Biological study) ; USES (Uses) 

(LCK inhibitors for treatment of Immunol . diseases, and use with other 
agents) 
RN 660412-36-2 CA 

CN 4 Quinolinamine, N- (4 -bromo-2- f luorophenyl) -6 -methoxy-7- [ (l-methyl-4 - 
piperidinyDmethoxy] - (9CI) (CA INDEX NAME) 
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ACCESSION NUMBER: 
TITLE: 



CORPORATE SOURCE: 



COPYRIGHT 2004 ACS on STN 
140:42015 CA 

Investigation of the effect of varying the 4 anilino 
and 7-alkoxy groups of 3 -quinolinecarbonitriles on 

inhibition of Src kinase activity 

Boschelli, Diane H. ; Ye, Fei ; Wu, Biqi ; Wang, Yanong 
D.; Barrios Sosa, Ana Carolina; Yaczko, Deanna; 
Powell, Dennis; Golas, Jennifer M. 
Boschelli, Frank 
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'S^H— (CH 2 ) 3 - 



Lucaa, Judy; 



SOURCE : 



PUBLISHER ; 
DOCUMENT TYPE: 
LANGUAGE: 
OTHER SOURCE (S) : 



Chemical and Screening Sciences, Wyeth Research, 401 
N. Middletown Road, Pearl River, NY, 10965, USA 
Bioorganic & Medicinal Chemistry LetterB (2003), 
13{21), 3797-3800 
C0DEN : BMCLE8; ISSN: 0960- 8 94X 
Elsevier Science B.v. 
Journal 
English 

CAS REACT 140:42015 

AB Several 7-alkoxy-4-anilino-3-quinolinecarbonitriles were synthesized and 
evaluated for Src kinase inhibitory activity. Optimal inhibition of both 
Src enzymic and cellular activity was seen with analogs having a 
2, 4-dichloro-5-methoxyaniline group at C 4. 4 - [ (2 , 4 -Dichloro-5- 
methoxyphenyl) amino] -6 -methoxy-7- [ { 1 -methyl -4 -piperidinyl ) methoxy] -3- 
quinolinecarbonitrile which has a 1 -methylp i peridinemethoxy group at C-7, 
showed in vivo activity in a xenograft model. Compds. thus prepd . and 
tested included 4- (2 , 4 -dichl orophenyl ) -S, 7-bis ( 2 -methoxyethoxy ) -3- 
quinolinecarbonitrile, 4- (2, 4 dichloro- 5 - methoxyphenyl ) -S, 7-bis (2- 
methoxyethoxy) -3 quinol inecarboni trile, 

6, 7-bis (2 methoxyethoxy) -4- {3,4,5- 

trimethoxyphenyl ) -3 -quinolinecarbonitri le, 

4- [ (2, 4 - dichl orophenyl) amino] -6- 

methoxy-7- ( 2 -methoxyethoxy) -3 -quinol inecarboni tri le . 

IT 380843-75-4, 4- [ (2 , 4 - Dichloro- 5 -methoxyphenyl ) amino] -6 -methoxy-7- 
[3- (4 -methyl -1 piperazinyl ) propoxy} -3 -quinolinecarbonitrile 
RL: PAC (Pharmacological activity) ; BIOL (Biological study) 

(SKI 60S; investigation of effect of varying anilino and alkoxy groups 
of quinolinecarbonitriles on inhibition of Src kinase activity) 

RN 380843-75-4 CA 

CN 3-Quinol inecarbonitrile, 

4- [ (2 , 4 -dichloro 5 -methoxyphenyl ) amino] -6 -methoxy- 

7 [3- (4 -methyl -1 -piperazinyl) propoxy] - (9CI) (CA INDEX NAME) 




REFERENCE COUNT : 
THIS 



18 THERE ARE 18 CITED REFERENCES AVAILABLE FOR 
RECORD. ALL CITATIONS AVAILABLE IN THE RE 
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TITLE: 



INVENTOR (S) : 
Johnaon, 

PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE : 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



PATENT NO. 



US 2003212276 
US 6780996 
PRIORITY APPLN. INFO. 

OTHER SOURCE (S) : 




COPYRIGHT 2004 ACS on STN 
139:381383 CA 

Process for the preparation of 7- substituted 

3 quinoline and 3 -quinol -4 one carbonitri lee via 

nucleophilic substitution 

Boschelli, Diane Harris; Wang, Yanong Daniel; 

Steve Lawrence; Berger, Dan Maarten 

Wyeth Holdings Corporation, USA 

U.S. Pat. Appl. Publ., 3 0 pp. 

CODEN: USXXCO 

Patent 

English 



20 031113 
20040824 



APPLICATION NO. 
US 2003-425765 
US 2002 376456P 



DATE 

20030429 
P 20020430 



by 
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0-2] . specifically, 7-f luoro-4 -oxo-1, 4-dihydro-3-quinolinecarbonitriles 

were converted in three steps to 7-eubstituted -3 -quinolinecarbonitriles 



MAR PAT 139:3B13B3 



halogenation with POC13 or P0Br3 , substitution of 4 halo-3 - 
quinolinecarbonitrile intermediate with an amine R1NH2 in the presence of 
Py.bul.HCl, and substitution of 7 - fluoro- 3 -quinol inecarboni trile with a 
compd. of formula R2XH [wherein Rl, R2, and X are defined as above] . Ill 
was prepd. by reacting IV (prepn. given) with POC13 at reflux, 
N-alkylation of 2 , 4 - dichloro- 5 -methoxy -aniline with the resulting 
4-chloroquinoline-3-carbonitrile intermediate in 2 - ethoxyethanol at 
120. degree, in the presence of Py.bul.HCl, followed by addn . of 
7-fluoroquinoline- 3-carbonitrile to a preheated tnixt . of 2 butyn-l-ol and 
Na and reaction overnight at 120. degree.. 
IT 380843-75-4P, 4- [(2, 4 Dichloro- 5 -me thoxyphenyl ) amino] - 6 -methoxy 7 
[3- (4 -methyl -1 piperazinyl ) propoxy] quinoline-3 -carbonitrile 
RL: IMF (Industrial manufacture); SPN (Synthetic preparation); PREP 
(Preparation) 

(quinoline product; process for prepn. of 3 -quinolinecarbonitriles via 

nucleophilic substitution) 
RN 380843-75-4 CA 
CN 3-Quinolinecarbonitrile, 

4- [ (2, 4-dichloro-5-methoxyphenyl)amino] -6-methoxy 

7- [3- (4 -methyl - 1 -piperazinyl ) propoxy) - (9CI) (CA INDEX NAME) 




Q- 



- (CH 2 ) 3 - 






A new process for prepg . quinoline I, quinolone II, their intermediates 
and pharmaceutical salts, which are highly effective as inhibitors of 
protein kinases useful in the treatment of cancer, via nucleophilic 
substitution is provided [wherein X * 0, S, NH, NR2 ' ; W - H, 0R3; Rl . 
(un) substituted alkyl, cycloalkyl, (un) substituted (fused) hetero/aryl- 
R2, R2-, R3 » (un) substituted alk (en/yn > yl , or (un) substituted aryl 
(aryl/cyclyl) optionally attached to a linear chain which may' 
n O, S(0)m, or N-alkyl, or R2R2-N - (un) substi tuted heterocycle- m 



heter. 
conta. 
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ACCESSION NUMBER: 
TITLE: 



INVENTOR (S) : 
Johnson, 



DOCUMENT TYPE : 
LANGUAGE: 

FAMILY ACC. NUM. COUNT : 
PATENT INFORMATION: 



COPYRIGHT 2004 ACS on STN 
139:364842 CA 

ProceBH for the preparation of 7 -substituted 
3-quinoline and 3 quinol-4-one carboni triles - 
nucleophilic substitution 
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was prepd. by reacting IV (prepn, given) with POC13 at reflux, 
N- alkylation of 2 , 4 -dichloro- 5 -methoxy-ani line With the resulting 
4-chloroquinoline 3 -carbonitrile intermediate in 2 ethoxyethanol at 
120. degree, in the presence of Py.hul.HCl, followed by addn. of 
7 fluoroquinoline-3 -carbonitrile to a preheated mixt. of 2-butyn-l-ol and 
Na and reaction overnight at 120. degree.. 

IT 380B43-7S-4F, 4 - [ (2 , 4 - Dichloro 5 - methoxyphenyl ) amino] -6-methoxy-7 
[3 - (4 -methyl -1 -pi peraz inyl ) propoxy] qu inoline - 3 -carbonitrile 
RL: IMF (Industrial manufacture); SPN (Synthetic preparation); prep 
(Preparation) 

(quinoline product; process for prepn. of 3 -quinolinecarbonitriles via 

nucleophilic substitution) 
RN 380843 75 4 CA 
CN 3 -Quinolinecarbonitrile, 

4- ( (2, 4 -dichloro- 5-methoxyphenyl) amino) 6 methoxy 

7- [3- (4- methyl -l-piperazinyl)propoxy) - (9CI) (CA INDEX NAME) 




REFERENCE COUNT: 



STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

B A new process for prepg. quinoline I, quinolone II, their intermediates 
and pharmaceutical salts, which are highly effective as inhibitors of 
protein kinases useful in the treatment of cancer, via nucleophilic 
substitution is provided [wherein X « O, S, NH, NR2 ' , W - H, OR3; Rl - 
(un) substituted alkyl, cycloalkyl, (un) subst i tuted (fused) hetero/aryl ; 
R2, R2', R3 = (un) substituted alk (en/yn) yl , or (un) substituted aryl, 
hetero(aryl/cyclyl) optionally attached to a linear chain which may' 
contain O, S(0)m, or N-alkyl, or R2R2-N - (un) substituted heterocycle; m 

0-2]. specifically, 7 - f luoro- 4 -oxo 1 , 4 -dihydro-3 -quinol inecarbonitriles 
were converted in three steps to 7-substituted-3 quinolinecarbonitriles 

Y 

halogenation with P0C13 or P0Br3 , substitution of 4-halo-3- 
quinolinecarbonitrile intermediate with an amine R1NH2 in the presence of 
Py.bul.HCl, and substitution of 7-fluoro-3 -quinolinecarbonitrile with a 
compd. of formula R2XH (wherein Rl, R2, and X are defined as above] III 
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Kinases, Homology Models, and High Throughput Docking 
Diller, David J. ; Li, Rixin 

Pharmacopeia, Inc., Princeton, NJ, 08543 5350, USA 
Journal of Medicinal Chemistry (2003), 46(22), 
4638 4647 

CODEN: JMCMAR; ISSN: 0022-2623 
American Chemical Society 
Journal 
English 

With the many protein sequences coming from the genome sequencing 
projects, it is unlikely that the authors will ever have an at. resoln. 
structure of every relevant protein. With high throughput crystallog., 
the authors will soon have representative structures for the 



PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 



however. 



majority of protein families. ThuB the drug discovery and design process 
will rely heavily on protein modeling to address issues such as designing 
combinatorial libraries for an entire claBB of targets and engineering 
genome-wide selectivity over a target class. In this study the authors 
assess the value of high throughput docking into homol . models. To do 
this the authors dock a database of random compds . seeded with known 
inhibitors into homol. models of six different kinaseB. In five of the 
six cases the known inhibitors were enriched by factors of 4-5 in the top 
5% of the overall scored and ranked compdB. Furthermore, in the same 

cases the known inhibitors were enriched by factors of 2-3 in the top 5% 
of the scored and ranked known kinase inhibitors, thus showing that the 
homol. models can pick up some of the crucial selectivity information 
319492-M-7D, derivs . ' 
RL: PAC (Pharmacological activity); PRP (Properties); BIOL (Biological 
study) 

(protein kinases and homol. models and high throughput docking in 

relation to drug discovery and design) 
319492-92-7 CA 
3 Quinolinecarbonitrile 
(SCI) (CA INDEX NAME) 



le , 6 , 7 -dimethoxy-4 - [(3,4,5 - trimethoxyphenyl ) amino] - 
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TITLE: Synthesis and evaluation of 4-Anilino 6 , 7-dialkoxy-3 - 

the quinolinecarbonitriles as inhibitors of kinases of 

Ras-MAPK signaling cascade 
AUTHOR(S): Berger, Dan; Dutia, Minu; Powell, Dennis; Wu , Biqi; 

Wissner, Allan; Boschelli, Diane H.; Floyd, M. 
ou Brawner; Zhang, Nan; Torres, Nancy; Levin, Jeremy; 

Xuemei; Woj ciechowicz , Donald; Di B cafani, Carolyn; 
^ Kohler, Constance; Kim, Steven C; Feldberg, Larry 

Collins, Karen; Mallon, Robert 

Chemical Sciences, Wyeth Research, Pearl River, NY, 
1096 5, USA 

Bioorganic & Medicinal Chemistry Letters (2003) 
13(18), 3031 3034 
CODEN: BMCLE8; ISSN: Q96 0-894X 
Elsevier Science B.V. 
Journal 
English 

CASREACT 139:285653 
4- [3-Chloro-4- (1 methyl-lH-imidazol-2-ylsulfanyl)]anilino-6,7-diethoxy 3- 
quinolinecarbonitrile (3) was identified as a MEKl kinase inhibitor with 
exceptional activity against LoVo cells. The structure-activity 
relationships of the C-4 aniline substituents were explored, and 
water-solubilizing groups were added at the C-7 position to improve phys . 
properties. Secondary cellular assays revealed that a compd. possessing 
the appropriate aniline substituents inhibited MEKl as well as MAPK 
phosphorylation, thereby acting as a dual inhibitor of the Ras-MAPK 
signaling cascade. 
263171-01-3P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Usee) 

(synthesis and MEKl kinase- inhibiting activity of 4-anilino 6,7- 
dialkoxy-3 -quinolinecarbonitriles as antitumor agents) 
263171-01-3 CA 3 
3-QUinolinecarbonitrile, 4- { [3-chloro-4- [ ( 1 -methyl - lH-imidazol 2- 
yl) thio] phenyl] amino] -6-methoxy- 7- [3- (4 -morpholinyl ) propoxy] - (9CI) fCA 
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Inhibition of Src kinase activity by 
4-anilino-5, 10-dihydro pyrimido [ 4 , 5 quinolines 
Boechelli, Diane H . ; Powell, Dennis; Golas, Jennifer 
M.; Boschelli, Frank 

Chemical and Screening Sciences, Wyeth Research, 
River, NY, 109G5, USA 

Bioorganic & Medicinal Chemistry Letters (2003) 
13(18), 2977-2980 
CODEN: BMCLE3; ISSN : 0960 894X 
Elsevier Science B.V. 
Journal 
English 

uincn &yuKLfi \ 5* 1 : CASREACT 139:285650 

AB 4 (2, 4-Dichloro-5-methoxy)anilino-5, 10 -dihydropyrimido t4 , 5 -b] quinolines 

are potent inhibitors of Src kinase and Src cellular activity while 
having 1 
no effect on Fyn cellular activity. The corresponding 

4- (2,4-dichloro-5-methoxy)anilino-pyrimido[4,5-b]quinolines are much less 
effective Src inhibitors. 
IT 3B0843-75-4P 

RL: PAC (Pharmacological activity) ; SPN (Synthetic preparation) • THU 
jj^rapeutic use); BIOL (Biological study); PREP (Preparation); USES 

(synthesis and Src kinase- inhibi ting activity of 
4-anilino-5, 10 dihydro- 
pyrimido [4 , 5-b] quinolines) 
RN 380943-75-4 CA 
CN 3-Quinolinecarbonitrile, 

4- [ (2, 4 dichloro-5-methoxyphenyl) amino] -6 methoxy- 

7- (3- (4 -methyl -l-piperazinyljpropoxy] - (9CI) (CA INDEX NAME) 



(CH 2 )3~ 




REFERENCE COUNT: 
THIS 



THERE ARE 11 CITED REFERENCES AVAILABLE FOR 
RECORD. ALL CITATIONS AVAILABLE IN THE RE 



L6 ANSWER 12 OF 47 CA COPYRIGHT 2004 ACS on STN 



(Continued) 



ANSWER 13 OF 4 7 CA COPYRIGHT 2 004 ACS on STN 



ACCESSION NUMBER: 
TITLE : 



INVENTOR (S) : 
PATENT ASSIGNEE (S): 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



139:214237 CA 
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and proliferative diseases 
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Eur. Pat. Appl . , 313 pp. 
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Patent 

English 



PATENT NO. 
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APPLICATION NO. 



AT, BE, CH, DE, DK, 
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PRIORITY APPLN. INFO.: 
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2002-425075 




Page 8 



New pharmaceutical compde . of general formula F-(X)q (I) (q - 1-5, 
preferably 1; F i B chosen among drugs such as .del ta . -tocopherol , ' 
clidanac, diethylhomospermine, glucosamine, thymocartin, vofopitant, 

X is chosen among 4 groups M, T, V, and Y where M = ON02, nitrate salt, 
nitrite ester, ONO, thoinitrite, SNO, etc., T = ORl M, OR10R1-M, 
SR1NR2R1-M, NR2R1-M, NR2R1SR1-M, etc., Rl - aatd. or unaatd., linear or 
branched alkylene, having 1 to 21 carbon atoms or a satd. or unsatd. 
optionally heterosuhsti tuted or branched cycloalkylene, having 3 to 1 
carbon atoms or an optionally heterosubetituted arylene having 3 to 7 
carbon atoms; R2 - H, satd. or unsatd., linear or branched 121 carbon 
atom alkyl, satd. or unaatd. optionally heterosuhsti tuted or branched 3 7 
carbon cycloalkyl, optionally heterosubstituted 3-7 carbon aryl; ri, R2 - 
OH, SH, F, CI, Br, 0P03H2 , C02H, etc.; bond between F and T - carboxylic 
ester, carboxylic amide, glycoside, azo, thioester, sulfonic ester, etc.; 
V - Z-M2, 02-M2, NR2Z-M2, R1Z-M2, ORl M2 , 0R1Z-M2, M2 « M, Rl-M, OR1-M, 
SR1-M, NR2R1-M; ZM2 - C0CH2CH (M2 ) CH2N + Me3 , C0CH2CH2C0M2 , COCH (NHR2 J CH2M2 
etc.; Y - 4-C0C6H4CH2ONO2, 0(CH2)40N02, COCH (NH2 ) CH20NQ2 , 3 -OC6H4CH20N02 ' 
? t uAL Were PrCPd ' F ° r exam P le < -alpha, tocopherol reacted with 
4-H02CC6H4CH20N02 to give the ni troxymethyl deriv. II. The compds . of 
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vivo in a controlled and selective way and without hypotensive side 1 

effects and tor this reason they are useful for the prepn. of medicines 

for prevention and treatment of inflammatory, ischemic, degenerative and 

proliferative diseases of musculoskeletal, tegumental, respiratory, 

gastrointestinal, genito-ur i nary and central nervous systems. 

586350-JO-5P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(prepn. of nitrate prodrugs for treating or preventing inflammatory, 
ischemic, degenerative, and proliferative diseases) 
5B6350-90-S CA 

3 -Quinolinecarbonitrile, 6 , 7-dimethoxy-4 - [ [4 (2- 
methoxyphenoxy) phenyl] amino) -, nitrate (9CI) (CA INDEX NAME) 

CM 1 

CRN 306997-79-5 
CMF C2 5 H21 N3 04 




CRN 7697-37-2 
CMF H N 03 
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AB The title compds. [I; Z - 0, S, SO, S02 , NR2 , C(R2)2 (wherein R2 > H 
alkyl); x, Y and W together with the carbon atoms to which they are 

atom 3ttached f ° rm a 5 membered heterocyclic ring contg . 1 N atom and 1 O 
m - 0 
usef u. 

in the conta 

and formulated. Thus, reacting 
4-chloro 6-methoxy-7- [3 - (4 -methyl piperazin 

1-yl) propoxy] quinoline- 3 -carbonitrile (prepn. given) with 

4-amino 1, 3 -benzoxazole in the presence of NaH in DMF afforded 13% the 

quinoline-3-carbonitrile II. The compds. I tested had ICS0 typically 



halo, CF3, CN, etc.; n » 0-3; R3 - halo, CF3, CN, etc.], 
n the manuf. of a medicament for use as anti -prol i f erative agents 
and/or treatment of solid tumor disease, were prepd. 



IT 



than 0 . 5 



.M in assay to detect MEK inhibitio 



552867-31-9P 

RL: RCT (Reactant) ; SPN (Synthetic preparation); PREP (Preparation); 
(Reactant or reagent) 

(prepn. of quinoline -3 -carbonitriles as antitumor aqents) 
552867-31-9 CA 



Carbamic acid, 
hydroxyphenyl ] - 
NAME) 



[2- [ (3-cyano-fi, 7-dimethoxy -4 -quinol inyl ) amino) -6 - 
1, 1 dimethylethyl ester, hydrochloride (SCI J (CA INDEX 
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SKI 606, a 4-Anilino-3 -quinolinecarbonitrile Dual 
Inhibitor of Src and Abl Kinases, Is a Potent 
Antiproliferative Agent against Chronic Myelogenous 
Leukemia Cells in Culture and Causes Regression of 
KS62 Xenografts in Nude Mice 

Golas, Jennifer M. ; Arndt, Kim ; Etienne, Carlo; 

Judy; Nardin, Danielle; Gibbons, James; Frost, 

Ye, Fei; Boschelli, Diane H.; Boschelli, Frank 
Departments of Oncology, Wyeth Research, Pearl River, 
NY, 10965, USA 

Cancer Research (2003), 63(2), 375-381 
CODEN: CNREAfl ; ISSN: 0008-5472 
American Association for Cancer Research 
Journal 
English 

AB Constitutive tyrosine kinase activity of Bcr-Abl promotes proliferation 
and survival of chronic myelogenous leukemia { CML) cells. Inhibition of 
Bcr-Abl tyrosine kinase activity or signaling proteins activated by 
Bcr-Abl in CML cellB blocks proliferation and causes apoptotic cell 

death. 

The selective Abl kinase inhibitor, STI-571 (marketed as Gleevec) , is 
toxic to CML cellB in culture, causes regression of CML tumors in' nude 
mice, and is currently used to treat CML patients. Here we describe a 
p.o. active, dual Src/Abl kinase inhibitor with potent antiproliferative 
activity against CML cells in culture. This 4-anilino 3- 
quinolinecarbonitrile (SKI-606) ablates tyrosine phosphorylation of 
Bcr-Abl in CML cells and of v-Abl expressed in fibroblasts. SKI-606 
inhibits phosphorylation of cellular proteins, including STAT 5 at 
concns . 

that inhibit proliferation in CML cells. Phosphorylation of the 
autoactivation Bite of the Src family kinases Lyn and/or Hck is also 
reduced by treatment with SKI 606 . Once daily oral administration of 

this 

compd. at 100 mg/kg for 5 days causes complete regression of large K562 
xenografts in nude mice. 
IT 380843-75-4, SKI 606 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study) ; USES (UseB) 

(Src and Abl kinase inhibitor SKI-606 is an antiproliferative agent 
against chronic myelogenous leukemia) 
RN 380843-75-4 CA 
CN 3-Quinolinecarbonitrile, 

4- [ (2,4-dichloro-5-methoxyphenyl)amino] -6-methoxy- 

7 [3- (4 -methyl -i-pi pe razinyl)propoxy] - (sci) (CA INDEX NAME) 
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TITLE: Syntheses and EGFR and HER 2 kinase inhibitory 

activities of 4 -anilinoquinol ine-3 -carboni triles : 
analogues of three important 4 anilinoquinazol ines 
currently undergoing clinical evaluation as 
therapeutic antitumor agents 
AUTHOR(S): Wissner, Allan; Brawner Floyd, M.; Rabindran, Sridhar 

K. ; Nilakantan, Ramaswamy; Greenberger, Lee M, ; Shen, 
Ru; Wang, Yu-Fen; Tsou , Hwei-Ru 

Chemical Sciences and Oncology and Immunoinf lammatory 
Research, Wyeth Research, Pearl River, NY, 10965, USA 
Bioorganic Medicinal Chemistry Letters (2002), 
12(20), 2893-2B97 

CODEN: BMCLE8; ISSN : 0960-894X 
Elsevier Science Ltd. 
Journal 
English 

CASREACT 138:237988 
The syntheses and biol . evaluations of 4 -anilinoquinoline-3 -carbonitri le 
analogs of the three clin. lead 4 -anilinoquinazolinea Iressa, Tarceva 
and 

CI-1033 are described. The EGFR and HER- 2 kinase inhibitory activities 
and the cell growth inhibition of the two series are compared with each 
other and with the clin. lead EKB-569. Similar activities are obsd 
between these two series. 
IT 214484-B5-2P 

RL: PAC (Pharmacological activity) ; SPN (Synthetic preparation) ; BIOL 
(Biological study); PREP (Preparation) 

(prepn.s and EGFR and HER-2 kinase inhibitory activities of 
4 -anilinoquinoline-3 -carboni triles) 
RN 214 484-85-2 CA 
CN 3 -Quinol inecarbonitri le , 

4- [ (3-chloro- 4 fluorophenyl) amino) - 7 -methoxy- 6 - [3 - 

<4-morpholinyl)propoxy] - (9CI) (CA INDEX NAME) 
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indolyl, pyrazolyl, etc.; R » H, alkyl; Rl, R2 • 



(Continued) 
H, halo, N02, etc. 



and R2 are linked together as OCH20 or OCH2CH20) which are JAK3 kinase 
inhibitors, useful in treating asthma, host vs. graft 

rejection/transplantation or rheumatoid arthritis, were prepd E.g. a 
7~step synthesie of I [X - NH ; n - o ; Ar - 3 - (hydroxym et hyl ) -2 - 
methylphenyl; Rl - OCH2Ph ; R2 - OMe] , starting from 4 - ni troguaiacol 
potasaium Bait, was given. The exemplified compds . I showed IC50 of < ; 
.mu.M in JAK3 HTRF assay. 

476HB-94-0P, 6 - (Benzyloxy) -4 [3- (hydroxymethyl ) - 2 -methyl ani 1 i noj - 
7-methoxy-3 -quinol inecarboxamide 

RL: PAC (Pharmacological activity); RCT (Reactant) ; SPn (Synthetic 
preparation) ; THU (Therapeutic use) ; BIOL (Biological study) ,- PREP 
(Preparation); RACT (Reactant or reagent); USES (Uses) 

(prepn. of novel 4 anil inoquinol ine -3 -carboxamides as JAK3 Kinaae 
inhibitors) 
4761B8 94-0 CA 

3-Quinolinecarboxamide, 4 -[ [3 - (hydroxymethyl ) 2 methylphenyl] amino] -7 - 
methoxy-6- (phenylmethoxy) - (9CI) (CA INDEX NAME) 



Ph-CH 2 -0' 
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AB 

MeO, 



4-Anilino-3-cyanobenzo[g]quinolines, e.g., I (Rl - R2 - MeO, OH; Rl - 

R2 = H; Rl . H p R2 - MeO) were prepd. as potent kinase inhibitors. 
Compared with their bicyclic 4 -ani 1 ino-3 -cyanoquinol i ne analogs, the 
tricyclic 4-anilino 3 - cyanobenzo [g] quinol ines are less active against 
EGF R kinaae, equally active against MAPK kinase (MEK) , and more active 
against Src kinase. For Src kinase inhibition, the best activity is 
obtained when both the 7- and 8-positions are substituted with alkoxy 
groups. Several of these kinase inhibitors show potent growth inhibitory 
activity in tumor cells. 
214487-04-4 

RL: PAC (Pharmacological activity) ; BIOL (Biological study) 

(4-anilinobenzo[g]quinoline-3-carbonitriles as kinase inhibitors) 
214 4 87-04-4 CA 

3 Quinolinecarbonitrile, 6 , 7-dimethoxy 4- ( (4 -phenoxyphenyl ) amino] (9CI) 
(CA INDEX NAME) 
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STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY 



AVAILABLE VIA OFFLINE PRINT » 



Title compds. I [n - 0 or 1; Y - NH, O, S, or alkylamine; R5 . CN, F, CI, 
or Br; R6 » (un) substituted -cycloalkyl, -pyridinyl, -pyrimidinyl , -Ph, 
etc.; Rl, R2 and R4 independently = H, OH, halo, CN, N02, F3C, alkyl, 
amine, alkylamine, dialkylamine , R7Xl(CH2)x- wherein x - 0-3, R7 = H, 
(un) substituted hydrocarbyl or heterocyclyl and XI . O, CH2 , OCO, CO, S, 
SO, S02, NR8CO, NR8C02, CONR9, C02NR9, SO2NR10, NR11 or NR11NR11 wherein 
R8, R9, RIO and Rll independently = H, alkyl or alkoxyalkyl; R3 . group 



L6 ANSWER 19 OF 47 CA COPYRIGHT 2004 ACS on STN (Continued) 

formula XlR12(0H)p where p « 1-2 and R12 « alkylene, alkenylene or 
alkynylene chain, optionally interposed with a heteroatom or heterocyclic 
ring with the provision that when ri 2 =. alkylene, Ri 2 must be interposed 
with a heteroatom or heterocyclic ring and at least one (OH)p is on the 
alkylene chain between XI and the interposed heteroatom or heterocyclic 
ring; group of formula R7 (CH2 ) yXl ( CH2 ) x where y = 0-5 and (CH2)y is 
optionally interposed by an xi group; group of formula Xialkvl where 

ilkyl 

is substituted by one or more CI and/or CN; heterocyclic ring, etc.], or 

pharmaceutical^ acceptable salt, pro-drug or solvate thereof are prepd . 
and disclosed as antiproliferative agents. Thus, II was prepd. in eight 
steps from benzyl chlorof ormate and 2 -methoxy- 5 - nitroaniline . I were 
evaluated as inhibitors of MAPK pathway and exhibited IC50 values 
typically lest than 0.5 .mu.M, e.g., n possessed an I C S0 - 0.0013.mu.M. 
In cell proliferation assays, I had ICS0 results typically i eaa than 
30. mu.M with II giving an IC50 of 1.3 .mu.M in HT29 human colon tumor 
cells. Methods for prevention of cancer comprising administering an 
effective amt . of compd. I are further claimed. 
T 306997-S7-5F 

RL: ROT (Reactant); S PN (synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(intermediate; prepn., inhibition of MAP kinase, and cellular 
antiproliferation activity of substituted quinolines as antitumor 
agents) 
:N 306997-87-5 CA 
N 3-Quinolinecarbonitrile, 
methoxy- 4- ( (4- ( 2 -methoxyphenoxy) phenyl ] amino] -7- 
(phenylmethoxy) - (9CI) (CA INDEX NAME) 
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AB Compds. I [Ri, R2, R3, R4 independently H, HO, halogen, NC, 02N, F3C, 
(un)substituted C1-C3 alkyl, (un) subst i tuted amino, satd. heterocyclyl 
contg. two het#roatoms; R5 « NC, F, CI, Br; R6 = divalent C1-C5 alkenyl, 
C3-C7 cycloalkyl, or heteroaryl moiety; R7 - AR8; A - bond, O, CO, S, SO, 
S02, (un) substituted ami nocarbonyl , (un) substituted carbonylamino, 
(un) substituted sulfonylamino, (un) substituted aminosul f onyl , 
(un) substituted amino; R8 = C1-C6 alkyl, C2-C6 alkenyl, C2 C6 alkynyl; R9 
= (un) substituted C3-C7 divalent cycloalkyl; Rio - (un) substituted 
arylene, heteroaryl ene , heteroaryl ene N oxide, C3-C10 cycloalkylene ; X - 
V " ~' - ; = : ' - - S, CH2 ; Y .amino, (CI - C6 ) alkyl a mi no, O, S; 



amino, (CI -C6 ) a lkylamino, 



= (un) substituted alkyl, alkylene, alkynylene, O, CO, COO, s, SO, S02, 
(un) substituted aminocarbonyl , carbonylamino, sulfonylamino, 
D?n^^f° ny1 ' amino; n - 0,1; m and p independently 0-3; alternatively, 
R10Z(CH2) P R6R7 can be replaced with a heteroaryl or 
heterocyclyl -2, 3 fused 
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Ph ring) were prepd. as inhibitors of MAP kinase for use as antitumor 
agents. E.g., l-fluoro-4 -nitrobenzene undergoes nucleophilic 

substitution 

with (2 -hydroxyphenoxy) acetic acid followed by coupling of the acid with 
Me glycinate, redn. of the nitro group with Pd/C, and reaction of the 
ester with N-methylpiperazine to give the 
aminophenoxymethylcarbonylaminoa 

cetyl piperazine II. E.g., coupling of II with 4 - chloro - 6 , 7 -dimethoxy-3 - 
quinolinenitrile gave the example compd. III. Biol, data was obtained 

for 

selected compds. Selected compds. inhibited MAP kinase with IC50 c 0.5 
.mu.M; for example, III gave an IC50 of 3 . a nM . In addn., selected 
compds. inhibited the proliferation of human colon cancer cells with IC50 
< 30 .mu.M; for example, III gave an IC50 of 1 .mu.M. 
IT 4,23179-48-OP 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 

(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 

(Uses) 

(claimed compds. 
inhibitors 

of MAP kinase for potential 
RN 423179 48-0 CA 
CN propanamide, 2 - [2 - (4 [ [3 -cyano- 6 -methoxy- 7 [3 - (4 -morpholinyl ) propoxy) -4 - 

quinolinyl] amino] phenoxy] phenoxy) N- (2 - hydroxyethyl > - 2 methyl (9CI) (CA 

INDEX NAME) 



prepn. of 4-arylamino-3-cyanoquinolineB 
antitumor agents) 



N (CH 2 > 3 - 



HO- CH 2 - CH 2 ~ NH- C— 
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AB Title compds. [I; Rl - PhCH2, (substituted) Ph; R2 - OH, 

alkylcarbonyloxy, 

amino, N02; R3 = H, F , CI, Br, cycloalkoxy, cycloalkylalkoxy, 
(substituted) alkoxy] , and stereoisomers and salts thereof are claimed. 

I 

were said to inhibit signal transduction mediated by tyrosine kinase. 
IT 402472-94-0P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological Btudy) ; PREP (Preparation) ; USES 
(Uses) 

(prepn. of aminoquinazol ines as inhibitors of Bignal transduction 
mediated by tyrosine kinase) 
RN 402472-94-0 CA 

CN Carbamic acid, [ 6 - (acetyloxy) - 7 -methoxy- 4 quinolinyl ] (3 - chloro- 4 - 
f luorophenyl) -, 1 , 1 -dimethylethyl eBter (9CI) (CA INDEX NAME) 
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RN 263150-07-8 CA 

CN 3 Quinolinecarbonitrile, 

4- [ (2,4-dichloro-5-methoxyphenyl)amino] -6-methoxy- 

7- [3- (lH-l,2,3-triazol-l-yl)propoxy) (9CI) (CA INDEX NAME) 




REFERENCE COUNT 
THIS 



THERE ARE 33 CITED REFERENCES AVAILABLE 
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AB Subsequent to the discovery of 

4- [ (2, 4 -dichlorophenyl) amino] -6, 7-dimethoxy- 

3 quinolinecarbonitrile as an inhibitor of Src kinase activity (IC50 = 30 
nM) , several addnl . analogs were prepd. Optimization of the C 4 anilino 
group led to I [R - Me] . Replacement of the methoxy group at C-7 with a 
3- (morpholin-4-yl) propoxy group provided I (R - morpholinopropyl] , 
resulting in increased inhibition of both Src kinase activity and 

Src -mediated cell proliferation. Analogs of I (R m morpholinopropyl] 

with 

other trisubstituted anilines at C-4 were alBo potent Src inhibitors, and 
the propoxy group was preferred over ethoxy, butoxy, or pentoxy. 
Replacement of the morpholine group with a 4 -methylpiperazine group 
provided I [R - 4 -methylpiperazinopropyl] , which had an IC50 of 1.2 nM in 
the Src enzymic assay, an IC50 of 100 nM for the inhibition of 
Src-dependent cell proliferation and was selective for Src over non Src 
family kinases. I [R - 4 -methylpiperazinopropyl ] , which had higher 1 and 

4 h plasma levels than I (R - 4 morpholinopropyl] , effectively inhibited 
tumor growth in xenograft models. 

it 263150-07-ap 

RL: PAC (Pharmacological activity); PKT (Pharmacokinetics); SPN 
(Synthetic 

preparation) ; BIOL (Biological study) ; PREP (Preparation) 

(prepn. of 4 -phenylamino-3 -quinolinecarbonitriles as potent inhibitors 
of Src kinase activity) 
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compds. and 6 bioassays. E.g., n was prepd. by coupling the 
4-<2-methoxyethoxy)but-2-ynoic acid with 6 amino-3 cyano-4 - [ (3 - 
bromophenyl) amino) quinoline (i-BuOCOCl, N-methylmorpholi ne, THF 
0. degree. C, 3 h) in 32% yield after purifn. II had IC50 - 0.006 mu M 



EGFR kinase. 
263149-12-8P 



are useful as antineoplastic agents 
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study, unclassified) ; SPN (Synthetic preparation); THU (Therapeutic use) 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(prepn. of cyanoquinolines as protein tyrosine kinase inhibitors) 
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[3- (4 -pyridinyl) propoxy] -, hydrochloride (9CI) (CA INDEX NAME) 




• x HC1 
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Title compds. I fx = cycloalkyl, pyridinyl, pyrimidinyl , etc.; Z » NH, O, 
S, NR; R - alkyl; 01, G2 , Ri , R4 « H, halo, alkyl , alkynyl, etc.; n - o. 
1] , protein tyrosine kinase inhibitors, were prepd. Examples included 
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prepd . I were given . 
IT 214484-23-8P 

RL: BAC (Biological activity or eff 
(Biological 

study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) • 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(prepn. of 4 anilinoquinoline 3 carbonitri les as colonic doIvd 
inhibitors) rF 
RN 214484-23-8 CA 

CN 3-Quinolinecarbonitrile, 4 - ( (3 - f luorophenyl ) amino] - 6 , 7 -dimethoxy- (9CI) 
(CA INDEX NAME) X 





AB R(CH2)nZZlCN [I; R . (un) substituted cycloalkyl, -Ph, -pyridinyl 
-pyrimidinyl; Z - O, s, (alkyl) imino; zi - 5-8- (un) substituted 
quinoline-4,3 -diyl; n - 0 or 1] were prepd. Thus, 3 - (Meo) C6H4NH2 was 
cyclocondensed with NCC ( : CHOEt ) C02Et and the chlorinated product aminated 
by 3-Br C 6H4NH2 to give title compd. II. Data for biol . activity of l 
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Zhang, ti . ; Wu, B . ; Eudy, N. ; Wang, y . ; Ye, F. ; 

D.j Wissner, A.; Feldberg, L. R. ; Kim, s. c. ; Mallon, 
R. ; Kovacs, E. □.; Toral-Barza, L. ; Kohler, C. A. 
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NY, 10965, USA 

Bioorganic & Medicinal Chemistry Letters (2001), 
11(11), 1407-1410 

CODEN: BMCLE8 ; ISSN: 0960-894X 
Elsevier Science Ltd. 
Journal 
English 

AB A series of 4 -ani 1 ino-3 -cyano- 6 , 7 -dialkoxyquinolines with different 

substituentB attached to the 4-anilino group has been prepd. that are 
potent MEK (MAP Kinase kinase) inhibitors. The best activity is obtained 
when a Ph or a thienyl group is attached to the para-position of the 
aniline through a hydrophobic linker, such as an oxygen, a sulfur, or a 
methylene group. The most active compds . show low nanomolar IC50*s 
against MEK (MAP kinase kinase), and have potent growth inhibitory 
activity in LoVo cells (human colon tumor line) . 

IT 2144B6-41-6 

RL: BAC {Biological activity or effector, except adverse); BSU 
(Biological 

study, unclassified); THU (Therapeutic use); BIOL (Biological study); 
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AB The title compds. [I; X - (un) subst ituted bicyclic aryl or bicyclic 

heteroaryl ring system of 8-12 atoms where, the bicyclic heteroaryl ring 
contains 14 heteroatoms selected from N, 0 and S; Z - (un) substituted 

NH, 

O, S; Gl, G2, ri, R4 . H, halo, alkyl, etc.; n - 0-1), useful as 
antineoplastic agents and in the treatment of polycystic kidney disease, 
were prepd. Thus, Me 2 -amino-4 , 5 -diethoxybenzoate was N-condensed with 
HCNMe2/POC13 and the product cyclocondensed with MeCN to give after 

P0C13 

treatment, 4 chloro- 6 , 7 -diethoxyquinoline-3 - carbonitrile which was 

aminated by 6 -aminoindoline to give title compd II. Data for biol . 

activity (inhibition of EGFR kinase, KDR, Eck, Mek Erk) of I were given. 
IT 2fi3170-59-8P 

RL: BAC (Biological activity or effector, except adverse); BSU 
(Biological 

study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(prepn. of 3 -cyanoquinolines as protein tyrosine kinase inhibitors) 
RN 263170-59-8 CA 

CN 3-Ouinolinecarbonitrile, 4 [ (3 -chloro- 4 [ ( 1-methyl - lH-imidazol -2- 
yl) thiol phenyl ] amino] -6, 7-diethoxy (9CI) (CA INDEX NAME) 
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Biqi; 2hang, Nan; Dutia, Minu; Powell, DennisW.;' 
Wissner, Allan; Arndt, Kim; Weber, Jennifer m. ,- 
Boechelli, Frank 

Chemical Sciences and Oncology, Wyeth-Ayerst 
Pearl River, NY, 10965, USA 

Journal of Medicinal Chemistry (2001), 44(5), 822-833 

CODEN: JMCMAR; ISSN: 0022-2623 

American chemical Society 

Journal 

English 
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7-methoxy group of I with various 3 -heteroalkylaminopropoxy g roup B 
provided increased inhibition of both Src enzymic and cellular activity. 
Compd. II, which contains a 3 -morphol inopropoxy group, had an IC50 of 3 8 
nM in the Src enzymic assay and an IC50 of 940 nM for the inhibition of 
Src-dependent cell proliferation. 

IT 319493-80-3 

RL: BAC (Biological activity or effector, except adverse); Bsu 
(Biological 

study, unclassified); BIOL (Biological study) 

(synthesis and Src kinase inhibitory activity of a series of 
4 -phenyl ami no -3 -quinol inecarbonitri les) 
RN 319492 80-3 CA 

CN 3-Quinolinecarbonitrile, 4 - [ (2 -bromo 3 , 4 , 5-trimethoxyphenyl ) amino] -6 7- 
dimethoxy- (9CI) (CA INDEX name) 



MeO. 





44 THERE ARE 44 CITED REFERENCES AVAILABLE FOR 

RECORD. ALL CITATIONS AVAILABLE IN THE RE 



AB Screening of a directed compd. library in a yeast -based assay identified 
4- r (2, 4 -dichlorophenyl) amino] - 6, 7 -dimethoxy- 3 -quinol inecarbonitri l e (I) 

a Src inhibitor. An enzyraic assay established that I was an 
ATP competitive inhibitor of the kinase activity of Src. We present here 
SAR data for I which shows that the aniline group at C-4, the 
carbonitrile 

group at C-3, and the alkoxy groups at C-6 and C-7 of the quinoline are 
crucial for optimal activity. Increasing the size of the C-2 Bubstituent 
of the aniline at C-4 of I from chloro to bromo to iodo resulted in a 
corresponding increase in Src inhibition. Furthermore, replacement of 
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Chemical Sciences, Wyeth Ayerst Research, Pearl 

NY, 10965, USA 

Bioorganic * Medicinal Chemistry Letters (2000) , 
10(24), 2825-2628 
CODEN: BMCLE8; ISSN: 0960-894X 
Elsevier Science Ltd. 
Journal 
English 

AB A series of 3 cyano-4 - (phenoxyanilino) cyanoquinolines has been prepd. as 

MEK (MAP kinase kinase) inhibitors. The best activity is seen with 
alkoxy 

groups at both the 6- and 7-positions. The lead compds . show low 
nanomolar IC50's against MAP kinase kinase, and have potent inhibitory 
activity in tumor cells. 
IT 214486-70-1 

RL: BAC (Biological activity or effector, except adverse) ; BSU 
(Biological 

study, unclassified); BIOL (Biological study) 
(structure-activity relationship of 
I (phenoxyphenyl ) amino] quinol inecarb 

onitrile derivs . as mitogen-activated protein kinase (phosphorylatinq 
kinase) inhibitors) 
RN 214486-70-1 CA 

CN 3-Quinolinecarbonitrile, 6 , 7-dimethoxy 4 -[ (3 -phenoxyphenyl) amino] - (9CI) 
(CA INDEX NAME) 
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structure-activity relationship of 
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Wang, Yanong D. ; Miller, Karen; Boschelli, Diane H. ; 
Ye, Fei; Wu, Biqi; Floyd, M , Brawner; Powell, Dennis 
W.; Wissner, Allan; Weber, Jennifer M. ; Boschelli, 
Frank 

Chemical Sciences and Oncology, Wyeth-Ayerst 
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10(21), 2477-2480 

CODEN: BMCLE8 ; ISSN: 0960-894X 

Elsevier Science Ltd. 

Journal 

English 

CAS REACT 134:10083 4 




HN-^^OMe 



AB src ia a nonreceptor tyrosine kinase involved in signaling pathways that 
control proliferation, migration, and angiogenesis . Increased Src 
expression and activity are assocd. with an increase in tumor malignancy 
and poor prognosis. Several quinolines and qu inazol ines , e.g., I and II 
reap., were prepd. and identified as potent and selective inhibitors of 
Src kmase activity. Structure-activity relationships were examd . and 
revealed that the cyano group at C 3 and the NH linker at C-4 are 

required 

for good Src inhibitory activity 
IT 319492-92-7 

RL: BAC (Biological activity or effector, except adverse); BSU 
(Biological 

study, unclassified); BIOL (Biological study) 

(prepn. and structure-activity relationship of anilinocyanoquinolines 
and anilinoquinazolines as inhibitors of Src tyrosine kinase) 



RN 

CN 



319492 92-7 CA 

3-Quinolinecarbonitrile, 6, 7-dimethoxy-4- ( (3 , 4 , 5-trimethoxyphenyl ) amino] - 
(9CI) (CA INDEX NAME) 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB Title compds. (I; or a pharmaceutical^ acceptable salt thereof wherein- 
n 

is 0-1; X and Y are independently selected from NH, O, s, or NR8 where R8 
is alkyl of 1-6 carbon atoms and X may addnl . comprise a CH2 group; R7 is 
a group (CH2)mR9 where m is 0, or an integer of from 1-3 and R9 is a 
substituted aryl group, an optionally substituted cycloalkyl ring of up 
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10 carbon atoms, or an optionally substituted heterocyclic ring or an 
^ N-oxide of any nitrogen contg. ring; R6 i B a divalent cycloalkyl of 3 to 

carbon atoms, which may be optionally further substituted with one or 

more 

alkyl of 1 to 6 carbon atom groups; or is a divalent pyridinyl, 
pyrimidinyl, or Ph ring; wherein the pyridinyl, pyrimidinyl, or Ph ring 
may be optionally further substituted with one or more specified groups; 
Rl, R2, R3 and R4 are each independently selected from hydrogen or 
various 

specified org. groups). Title compds . are useful as pharmaceuticals for 
the inhibition of MEK activity. Thus, the title compd . II was prepd. and 
tested in HT29 human colon tumor cell proliferation assay. 

IT 30S997-87-5P 

RL: BAC (Biological activity or effector, except adverse) ; BSU 

(Biological 

study, unclassified); RCT (Reactant) ; SPN (Synthetic preparation); BIOL 
(Biological study); PREP (Preparation); RACT (Reactant or reagent) 
(prepn. of quinoline derivs . as inhibitors of MEK enzymes) 

RN 306997-87-5 CA 

CN 3 -Quinolinecarbonitrile, 

6 -methoxy-4 - [ [4 (2 methoxyphenoxy) phenyl ) amino) -7 - 
(phenylmethoxy) - (9CT) (CA INDEX NAME) 



Ph-CH 2 - 
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AB /The title compds. 1 [n - 0 1; Y - NH, O, S, NR7 where R7 is alkyl of 1-6 
carbon atoms; R5 - CI, Br; Y is selected from NH, O, S, NR7 where R7 is 
alkyl of 1-6 carbon atoms; R6 is a specified cyclic group which may be 
substituted by various specified substituents , or R6 = R8XR9; Rl, R2, R3 , 

^ R4 . H, hydroxy, halo, cyano, nitro, tri f luoromethyl , etc.), useful in 
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group R8XR9 and X is selected from CH2, NH, O, S, NR5; Rl, R2 , R3 , R4 « 



OH, halo, cyano, N02 , etc . J , inhibitors of MEK enzymes, were prepd. 
E.g., 

reaction of 4 -chloro-6 , 7 -dimethoxy-3 -f luoroquinoline (prepn. given) and 

4 - (2 -methoxyphenoxy) aniline gave 
4 - (2 -methoxyphenoxy) anilino-3- f luoro 6,7- 

dimethoxyqu inol ine . 
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AB The synthesis and SAR (structure-activity relationship) of a series of 
4-anilino-6,7-dialkoxyquinoline 3 - carboni trile inhibitors of epidermal 
growth factor receptor (EGF-R) kinase, I [Rl - Me, Et, MeOCH2, MeO(CH2)2, 
R2 - H, Et, MeO(CH2)2, etc.; R1R2 « CH2, CH2CH2 , (CH2 ) 3 , R3 - 3-Br, 4 F, 
3-NHAc, etc., X - CC02Et, N, CCN, etc., Y - N, CCN) , are described. 
Condensation of 3 , 4 -dialkoxyanilines with Et 

(ethoxymethylene) cyanoacetate 

followed by thermal cycli2ation gave, regiospecif ically, 

6,7 dialxoxy-4-oxo-l, 4-dihydroquinol ine-3 -carbonitriles , e.g. II (R . Et, 
Me) . Chlorination (POC13) followed by the reaction with substituted 
anilines furnished the 4 anilino-6 , 7-dialkoxyqui noline 3 - carbonitril e 
inhibitors of EGF-R kinase. An alternate synthesis of these compds . 
starts with a Me 3 , 4 -dialkoxybenzoate . Nitration followed by redn. (Fe, 
NH4C1, MeOH-H20) gave a Me 2 -amino- 4 , 5 -dialXoxybenzoate . Amidine 
formation using DMF-acetal followed by cycl i zatxon using LiCH2CN 
furnished 

a 6,7-dialkoxy-4-oxo l,4-dihydroquinoline-3-earbonitrile, which was 
transformed as before. Compds. contg. acid, ester, amide, carbinol, and 
aldehyde groups at the 3 position of the quinoline ring were also prepd. 
for comparison, as were several l-anilino-6, 7 -dimethoxyisoquinoline- 4 - 
carbonitriles. The compds. were evaluated for their ability to inhibit 
the autophosphorylation of the catalytic domain of EGF-R. The SAR of 
these inhibitors with respect to the nature of the 6,7-alkoxy groups, the 
aniline substituents , and the substituent at the 3-poaition was studied. 
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The compds. were further evaluated for their ability to inhibit the 
growth 

of cell lines that overexprees EGF-R or HER-2 . It waa found that 
4-anilxnoquinoline-3-carbonitriles are effective inhibitors of EGF-R 
kinase with activity comparable to the 4 -anil inoquinazoline -based 
inhibitors. A new homol . model of EGF-R kinase was constructed based on 
the X-ray structures of Hck and FGF receptor 1 kinase. The model 
suggests 

that with the quinazol ine-ba sed inhibitors, the N3 atom is 
hydrogen -bonded 

to a water mol . which, in turn, interacts with Thr 830. It is proposed 
that the quinoline-3 -carbonitri lea bind in a similar manner where the 
water mol. is displaced by the cyano group which interacts with the same 
Thr residue. 
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AB The title compds. [I; G = N, CH; Rl - OH, halo, CF3 , etc • R2 R3 - H 

halo alkyl, etc.; R4 - H, OH, alkyl, etc.; R5 - H, halo,'cF3i m - 1-3; q 
- 0-4] and their pharmaceutical^ acceptable salts or in vivo cleavable 
esters, useful in the treatment of diseases or medical conditions 

mediated 

^ by cytokines, were prepd. and formulated. E.g., a multi-step eyntheais 

II which showed IC50 of 0.2 .mu.M against p38. alpha, kinase and IC50 of 

5.2 .mu.M against TNF. alpha, prodn., was given. 
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4-chloro-6 , 7-diethoxyquinol ine-3 - carbonitri le which 
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4- (2 -methoxyethoxy) but-2-ynoic acid f4 (3 bromophenylamino) -3 - 
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A series of substituted 4 -anilinoquinazolines and related compds . were 
synthesized as potential inhibitors of vascular endothelial growth factor 
(VEGF) receptor (Fit and KDR) tyrosine kinase activity. Enzyme screening 
indicated that a narrow structure activity relationship (SAR) existed for 
the bicyclic ring system, with quinazol ines , quinolines, and cinnolines 
having activity and with quinazolines and quinolines generally being 
preferred. Substitution of the aniline was investigated and clearly 
indicated that small lipophilic eubstituents such as halogens or Me were 
preferred at the C-4' position. Small substituents such as hydrogen and 
fluorine are preferred at the C-2' position. Introduction of a hydroxyl 
group at the meta position of the aniline produced the most potent 
inhibitors of Fit and KDR tyrosine kinases activity with IC50 values in 
the nanomolar range. Investigation of the quinazoline C-6 and C-7 
positions indicates that a large range of substituents are tolerated at 
C-7, whereas variation at the C 6 is more restricted. At C-7, neutral, 
basic, and heteroarom. side chains led to very potent compds., as 
illustrated by the methoxyethoxy deriv. I [Rl - 4 -CI, R2 - OCH2CH20Me] 
(1C50 < 2 nM) . These inhibitors proved to be very selective inhibitors 

Fit and KDR tyrosine kinase activity when compared to that assocd. with 
the FGF receptor (50- to 3300-fold). Obsd . enzyme profiles translated 
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well with respect to potency and selectivity for inhibition of growth 
factor stimulated proliferation of human umbilical vein endothelial cells 
(HUVECs) . Oral administration of selected compds. to mice produced total 
plasma levels 6 h after dosing of between 3 and 49 .mu.M. In vivo 
efficacy was demonstrated in a rat uterine edema assay where significant 
activity was achieved at 60 mg/kg with I (Rl » Me, R2 « OMe] . Inhibition 
of growth of human tumors in athymic mice has also been demonstrated: I 
[Rl = Br, R2 - 2- (l,2,3-triazol-l-yl)ethoxyJ inhibited the growth of 
established Calu-6 lung carcinoma xenograft by 75* (P < 0.001, one tailed 
t-test) following daily oral administration of 100 mg/kg for 21 days. 

IT 205447-54-7P 

RL: BAC (Biological activity or effector, except adverse); BSU 

(Biological 

study, unclassified) ; SPN (Synthetic preparation) ; BIOL (Biological 
study); PREP (Preparation) 

(prepn. and Btructure-activity relationship of arylaminoqui nazoline 
VEGF receptor tyrosine kinase inhibitors) 
RN 205447-54-7 CA 

CN Phenol, 2 chloro-4-f luoro-5- [ [6-methoxy 7 (2 -methoxyethoxy) - 4 - 
quinolinylUmino] -, monohydrochloride (9CI) (CA INDEX NAME) 

MeO— CH 2 — CH2 - 
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AB This invention provides compds. having the formula (I; wherein: X is 
cycloalkyl which may be optionally substituted; or is a pyridinyl, 
pyrimidinyl, or Ph ring; wherein the pyridinyl, pyrimidinyl , or Ph ring 
may be optionally substituted; n is 0-1; Y is NH, 0, S, or NR; R is alkyl 
of 1-6 carbon atoms; Rl, R2, R3 , and R4 are each, independently, 

hydrogen, 

halogen, alkyl, alkenyl, alkynyl, alkenyloxy, alkynoyloxy, hydroxymethyl , 
halomethyl, alkanoyloxy, alkenoyloxy, alkynyloxy, alkanoyloxymethyl , 
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alkenoyloxymethyl. alkynoyloxymethyl , alkoxymethyl , alkoxy, alkylthio, 
alkylsulphinyl, alkylaulf onyl , alkylsulf onamido, alkenylsulf onamido, 
a lkynyl sulfonamide hydroxy, tri f luoromethyl , cyano, nitro, carboxy, 
carboalkoxy, carboalkyl, phenoxy, ph, thiophenoxy, benzyl, amino, 
hydroxy ami no, alkoxyamino, alkylamino, dialkylamino, aminoalkyl, 
N-alkylami noalkyl , N, N-dialkylaminoalkyl , phenylamino, benzylamino, etc.; 
R5 ia alkyl which may be optionally substituted, or Ph which may be 
optionally substituted; R6 is hydrogen, alkyl, or alkenyl; R7 is chloro 

or 

bromo; RB is hydrogen, alkyl, aminoalkyl, N - alkylaminoalkyl , 
N, N-dialkylaminoalkyl, N-cycloal kylaminoalkyl , N-cycloalkyl -N- 
alkylaminoalkyl, N , N -di eye loalkyl aminoalkyl , morphol i no-N-alkyl , 
piperidino N alkyl, N- alkyl -piper idi no -N -alkyl , azacycloalkyl N alkyl, 
hydroxyalkyl, alkoxyalkyl, carboxy, carboalkoxy, Ph, carboalkyl, chloro, 
fluoro, or bromo; Z is amino, hydroxy, alkoxy, alkylamino, dialkylamino) . 
The compds. of the preaent invention inhibit the action of certain growth 
factor receptor protein tyrosine kinases (PTK) thereby inhibiting the 
abnormal growth of certain cell types. They are therefore useful for the 
treatment of certain diseases that are the result of deregulation of 

these 

PTKs, in particular as anti -cancer agents for the treatment of cancers 
expressing epidermal growth factor receptor (EGFR) , mitogen activated 
protein kinase (MAPK) , epithelial kinase (ECK) , and kinase insert domain 
contg. receptor (KDR) in mammals and for the treatment of polycystic 
kidney disease in mammals. Thus, To a mixt . of 1.9 g (5.1 mmol) of 
4- [ (3-bromophenyl) amino] -7-methoxy-6 -amino-3 -quinolinecarbonitrile and 

5.3 

mL (31 mmol) of Hunig's base in 110 mL of dry THF at 0. degree. C, with 
stirring, was added a THF soln. contg. 5.7 g (31 mmol) of 4 -bromocratonyl 
chloride dropwise. The mixt. was stirred for addnl . 0.5 h. After addn. 
100 mL of satd. sodium chloride soln. was added to the reaction mixt., 
then it was extd. with Et acetate. The Et acetate soln. was dried over 
sodium sulfate and then was added to 40 mL of di-Me amine soln. (2.0 M in 
THF) at 0. degree, dropwise and stirred an addnl. 0.5 h to give 
4 -Di methylamino but 2-enoic acid [4- ( 3 -bromo -phenylamino) -3-cyano-7- 
methoxy quinolin-G -yl] amide (II). II showed 1C50 of 0.000008 .mu.M 
against epidermal growth factor receptor kinase. 

IT 214484-S4-5P 

RL: BAG (Biological activity or effector, except adverse) ; BSU 

(Biological 

study, unclassified); RCT (Reactant) ; SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); RACT 
(Reactant or reagent) ; USES (Uses) 

(prepn. of substituted 3 - cyanoquinoli nes as inhibitors of growth 

factor 

receptor protein tyrosine kinases (PTK) for treatment of cancers and 
polycystic kidney disease) 
RN 214484-54-5 CA 

CN 3-Quinol inecarbonitrile, 4 [ (4 chloro-2 - f luorophenyl ) amino] - 7 - (3 
chloropropoxy) -6-methoxy- (9CI) (CA INDEX NAME) 
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CASREACT 131:58896 
fficient synthesis of 4 aminoquinolines substituted with a 



L6 ANSWER 4 0 OF 47 CA COPYRIGHT 2 004 ACS on STN 



phosphorylated group or a phosphine oxide group in the 3 position is 
described. The key step is a regioselective addn. of lithiated 
. beta . -enamino phoephonates to iaocyanateB to give functional ized amides. 
Subsequent cyclization of theae compda . with PPh3 and hexachloroethane in 
the presence of NEt3 afforded substituted 4 -aminoquinolines . The 
deprotection of N-PMP substituted 4 amino-quinolines with CAN in MeCN 



gave 

primary 4 -aminoquinol ines . 
IT 22B249-12-5P 

RL: RCT (Reactant); SPN (Synthetic preparation) 
(Reactant or reagent) 

(prepn. of amides from regioselective addn 
.beta . -enamino 

phosphonates to isocyanates) 
RN 228249-12-5 CA 
CN Phosphonic acid, 

16, 7 dimethoxy-4- [ (4 -methoxyphenyl ) amino] - 3 -quinol inyl ) - , 
diethyl ester (9CI) (CA INDEX NAME ) 



PREP (Preparation); RACT 
of lithiated 




ACCESSION NUMBER: 
TITLE i 



INVENTOR (S) : 



PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 

PATENT NO. 



129:302564 CA 

Preparation of substituted 3 -cyanoquinolines as 
inhibitors of protein tyrosine kinase 

Wissner, Allan; Johnson, Bernard Dean; Reich, Marvin 

Fred; Floyd, Middleton Brawner, Jr.; Kitchen, Douglas 

B.; Tsou, Hwei-ru 

American Cyanamid Co., USA 

PCT Int. Appl. , 223 pp. 

CODEN : PIXXD2 

Patent 

English 



APPLICATION NO. 



WO 


9843960 






Al 


19981008 




WO 1998 


-US6480 




19980402 




W: AL, 


AM, 


AT, 


AU, 


AZ, BA, BB, 


BG, BR, BY 


, CA, CH, 


CN, 


CU, CZ, DE, 




DK, 


EE, 


ES, 


FI, 


GB, GE, GH, 


GM 


, GW, HU 


, ID, IL, 


IS, 


JP, KE, KG, 




KP, 


KR, 


KZ, 


LC, 


LK, LR, LS, 


LT 


, LU, LV 


, MD , MG , 




MN, MW, MX, 




NO, 


NZ, 


PL, 


PT, 


RO, RU, SD, 


SE, 5G, SI 


, SK, SL, 


TJ, 


TM, TR, TT, 




UA, 


UG, 


UZ, 


VN, 


YU, ZW, AM, 


AZ 


, BY, KG 


, KZ, MD, 


RU, 


TJ, TM 




RW: GH, 


GM, 


KE, 


LS, 


MW, SD, SZ, 


UG 


, ZW, AT 


. BE, CH , 


CY, 


DE, DK, ES, 




FI , 


FR, 


GB, 


GR, 


IE, IT, LU, 


MC 


, NL, PT 


, SE, BF, 


BJ, 


CF, CG, CI, 




CM, 


GA, 


GH, 


ML, 


MR, NE, SN, 


TD 


, TG 








CN 


1161330 






A 


19971008 




CN 1997 


101099 




19970204 


ZA 


9802771 






A 


19991001 




ZA 1998 


-2771 




19980401 


AU 


9868777 






Al 


19981022 




AU 19 98 


-68777 




19980402 


AU 


750906 






B2 


20020801 












EP 


973746 






Al 


20000126 




EP 1998 


-9144 17 




19980402 


EP 


973746 






81 


20030924 














R: AT, 


BE, 


CH, 


DE, 


DK, ES, FR, 


GB, 


GR, IT, 


LI, LU, 


NL, 


SE, PT, IE, 




SI, 


LT, 


LV, 


FI, 


RO 












TR 


9902946 






T2 


20000321 




TR 19 99- 


■9902946 




19980402 


JP 


2001519788 




T2 


20011023 




JP 1998 


541981 




19980402 


RU 


2202551 






C2 


20030420 




RU 1999- 


123060 




19980402 


CN 


1121391 






B 


20030917 




CN 19 98- 


805734 




19980402 


BR 


9808478 






A 


20030930 




BR 1998- 


8478 




19980402 


AT 


250583 






E 


20031015 




AT 19 98- 


914417 




19980402 


PT 


973746 






T 


20040227 




PT 1998 


914417 




19980402 


NO 


9904798 






A 


19991124 




NO 1999- 


•4798 




19991001 


MX 


9909091 






A 


20000831 




MX 1999- 


9091 




19991004 


HK 


1024917 






Al 


20040102 




HK 2000 


104179 




20000707 


IITY APPLN. INFO. 










US 1997- 


826604 


A 


19970403 
















WO 199B- 


US6490 


W 


19980402 



OTHER SOURCE (S) : 



MARPAT 129:302564 



REFERENCE COUNT : 
THIS 



THERE ARE 53 CITED REFERENCES AVAILABLE FOR 
RECORD. ALL CITATIONS AVAILABLE IN THE RE 



Page 22 



10/716,239 



L6 ANSWER 40 OF 47 CA COPYRIGHT 2004 ACS on STN (Continued) 



k» ***** 



L6 ANSWER 40 OF 47 CA COPYRIGHT 2004 ACS on STN (Continued) 



AB The title eompds . [I; X - (un) substituted cycloalkyl, pyridinyl, 

pyrimidinyl, Ph; n = 0-1; Y * NH, O, S, NR; R - - Cl-6 alkyl; R1-R4 - H. 
halo, alkyl, etc. (with the proviso that when Y - NH; R1-R4 « H; n - O; X 
in not 2-methylphenyl) ] , inhibitors of protein tyrosine kinaBe which are 
useful in treating, inhibiting the growth of, or eradicating a neoplasm 
which expresses EGFR, MAPK, ECK or KDR, and in treating polycystic kidney 
disease, were prepd . Thus, treatment of 2-butynoic acid with iso-Bu 
chloroformate and N methyl morphol i ne in THF followed by the addn. of this 
soln. of the mixed anhydride to a soln. of 6 -amino-4 - ( ( 3 - 
bromophenyl) amino] - 7 -methoxy- 3 -quinolinecarboni tri le (prepn. described) 

in 

THF over a 24 h period afforded I [Y = NH ; n - 0; X 3-BrC6H4; Rl - R4 - 
H; R2 - MeC. tplbond . CC (O) NH ; R3 = MeO] which showed IC50 of 0.15 . mu . M 
against epidermal growth factor receptor kinase (A431 membrane ext.). 
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RL: BAC (Biological activity or effector, except adverse); BSU 

(Biological 

study, unclassified); RCT (Reactant) ; SPN (Synthetic preparation) ; THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; RACT 
(Reactant or reagent) ; USES (Uses) 

(prepn. of substituted 3-cyanoquinolines as inhibitors of protein 
tyrosine kinase) 
RN 2144B4-34-1 CA 
CN 3 -Quinol inecarbonitrile, 

4- [ [3- (hydroxymethyl) phenyl) amino] 7-dimethoxy 
(9CI) (CA INDEX NAME) , 
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'XI"' 

HN-^^OH 



and/or N; W, 



Z = CH or N (but all 



AB The invention relates to the use of compds. I (Rl - F or H ; R2 - oh, 
halo, 

Cl-3 alkyl, CI -3 alkoxy, CI - 3 alkanoyloxy, CF3 , cyano, amino, or N02; 
^ 0-5; 0-0, NH, S, or CH2; Gl . Ph or 5- to 10-membered heteroarom. 

or bicyclic contg. 
. noteq . 

N) ; m - 1-3; R3 - H, OH, halo, cyano, N02 , CF3 , Cl-3 alkyl. NR4R5 
(wherein 

R4 and R5 - H or Cl-3 alkyl), or R6X1 wherein XI - CH2 or heteroatom 
linker group, and R6 - alkyl, alkenyl or alkynyl chain (un) substituted by 
OH, amino, N02 , alkyl, cycloalkyl, alkoxyalkyl, (un) substituted pyridone, 
Ph, heterocyclyl, etc. (which alkyl, alkenyl or alkynyl chain may have 
heteroatom linker), or R6 . (un) substituted pyridone, Ph, or 
heterocyclyl], and salts thereof, in the manuf. of medicaments for prodn . 
of an antiangiogenic and/or vascular permeabi 1 i ty- reducing effect. Also 
disclosed are processes for the prepn. of I, and pharmaceutical compns . 
contg. them as active ingredients. I and salts inhibit the effects of 
VEGF, a property useful in the treatment of a no. of disease states 
including cancer and rheumatoid arthritis (no data) . Examples include 63 
syntheses and 7 general formulations. For instance, condensation of 
4-chloro-6 gyano-7- (2 -methoxyethoxy) quinol i ne hydrochloride with 
2-fluoro-5-hydroxy-4-methylaniline (prepns . given) in refluxing iso-PrOH 
gave 68% title compd. II, isolated as the HC1 salt. 
IT 205448-49-3P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 

(Reactant or reagent) 

(intermediate; prepn. of quinoline derivs- as growth factor 
inhibitors) 
RN 205448-49-3 CA 

CN 4-Quinolinamine, N- 14-chloro 5- [ [ (1, l-dimethylethyl)diphenylsilyl] oxy] -2- 
f luorophenyl] -6-methoxy- 7 (phenylmethoxy) - (9CI) (CA INDEX NAME) 
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The title compda . 
(un) substituted NH ; 
ureido, etc . ; R4 = 



X = N, CH; Y . W(CH2), (CH2)W, W; W - O, S(0)m, 
1 - NH2, H, halogen, OH, N02 , C02H, CF3 , CF30, 
OH, halogen, alkyl, alkoxy, alkylthio, CN, N02, 



etc.; n m 1-3; R5 = h, halogen, CF3 , alkyl, alkoxy; RS - substituted 
hydrocarbyl, etc.], which are protein tyrosine kinase inhibitors, are 
prepd. Thus, 4 -chloroquinoline was reacted with 4 -methoxyanil ine in the 
presence of HC1 , producing 4 - (4 -phenoxyanilino) quinoline hydrochloride, 
m.p. 216-21B .degree . , which demonstrated a IC50 against p56lck protein 
tyrosine kinase of 5 .mu.M. 

IT 179246-08-3P 

RL: BAC (Biological activity or effector, except adverse) ; BSU 

(Biological 

study, unclassified) ; SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(prepn. of quinoline and quinazoline protein tyrosine kinase 
inhibitors) 
RN 179246-08 3 CA 

CN 4 Quinolinamine, 6 , 7 -dimethoxy N (3 -phenoxyphenyl ) - 
(SCI) (CA INDEX NAME) 



monohydrochloride 
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AUTHOR (S) : 
CORPORATE SOURCE: 



DOCUMENT TYPE: 

LANGUAGE : 

OTHER SOURCE (S ) : 



V COPYRIGHT 2 004 ACS on STN 
92:215236 CA 

Studies on quinoline derivatives and related 
compounds. Vi . a novel displacement reaction of 
l-ethylquinoliniutn iodides with nucleophiles 
Agui, Hideo; Nakagome, Takenari 

Pharm. Div., Sumitomo Chem. Co., Takarazuka, 665, 
Japan 

Journal of Heterocyclic Chemistry (1979) 16(7) 
1353-60 

CODEN: JHTCAD; ISSN: 0022-152X 

Journal 

English 

CAS REACT 92:21523 6 




AB The reaction of 4 amino- and 4-anilino-3 carbethoxy-l -ethyl 6,7- 

(methylenedioxy)quinolinium iodide I (R - H, Ph, resp.) with nucleophiles 
produced 7-substituted 4 amino - 3 -carboxy- 1 - ethyl 6-hydroxyquinolinium 
betaines II (R = OMe, OEt, SEt) and 7 substituted 1-ethyl 1 , 4 - dihydro-6 - 
hydroxy 4 - (phenyllmino) -3-quinolinecarboxylic acids III (same R) , resp., 
which led to 7-substituted 1-ethyl - 1 , 4 -dihydro 6 -hydroxy- 4 -oxo - 3 
quinolinecarboxylic acids IV by alk. hydrolysis. These novel 
displacements were attempted with a variety of l-ethyl-i,4- 
dihydroquinolinecarboxylates V (R, Ri, R3 = H, OMe ; R - H, OMe, CI SMe) 

IT 65937-SB-8P 

RL: RCT (Reactant) ; SPN (Synthetic preparation); PREP (Preparation)- RACT 
(Reactant or reagent) 

(prepn. and reaction of, with ethanolic potassium hydroxide) 
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ACCESSION NUMBER ; 
TITLE: 

INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 

PATENT NO. 

JP 52142076 
PRIORITY APPLN . INFO.: 



STN 



88:121005 CA 
7-Alkoxy(or alkyl thio) - 1 -ethyl - 1 , 4 -dihydro-4 
quinolinecarboxylic acidB 
Agui, Hideo; Nakagome, Takenari 
Sumitomo Chemical Co., Ltd., Japan 
Jpn. Kokai Tokkyo Koho, 5 pp. 
CODEN: JKXXAF 
Patent 
Japanese 



DATE 
19771126 



APPLICATION NO. 



JP 1976 59300 
JP 1976-59300 



19760521 
19760521 




AB Title acidB I (R - OMe, OEt, SEt; Rl - H, Me; R2 - H, Ph) were prepd. by 
heating II [R3 « H, Et; R4 = R5 - Me or R4R5 = CH2) with MeOH, EtOH, or 
EtSH in the presence of K0H . Thus, 0.17 g II (R2 - Ph, R3 . H, R4RS = 
CH2) was refluxed with 0.066 g 85% KOH in EtOH for 6 h to give 0.15 g I 

- EtO, Rl - H, R2 » Ph) . 
IT 65937-58-BP 

RL: SPN (Synthetic preparation) ; PREP (Preparation) 
(prepn. of) 
RN 65937-58-S CA 

CN Quinolinium, 3- (ethoxycarbonyl ) - 1 -ethyl - 6 , 7 -dimethoxy- 4 - (phenylamino) -, 
iodide (9CI) (CA INDEX NAME) 

Et ! 
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ACCESSION NUMBER: 76:4203e CA 

TITLE: Synthesis and hypotensive properties of new 

4 -aminoquinolineB 

AUTHOR (S) : Wright, George C; Watson, Edward J.; Ebetino, Frank 

F. ; Lougheed, Guy; Stevenson, Benjamin F . ; 
Winteretein, Alexander; Bickerton, Robert K. j 
Halliday, Robert P.; Pale, Donald T. 

Chem. Div., Norwich Pharmacal Co., Norwich, NY, USA 
Journal of Medicinal Chemistry (1971), 14(11), 1060-6 
CODEN: JMCMAR; ISSN: 0022-2623 
Journal 
English 

Fifty-nine 4-substituted quinolines were synthesized and tested for 
hypotensive activity in dogs. Of 41 simple 4 (alkyl amino) - 6 , 7 - 
dimethoxyquinolines (I), 11 compds . exhibited good hypotensive activity, 
equal to that of the parent 4 -amino - 6 , 7 -dimethoxyquinol i n (I, R - NH2) 
[1696-79 3). The I iodides were prepd . by displacement of the 
corresponding 4-chloroquinolines with amines in PhOH, followed by 
alkylation and had decreased activity as compared with the I. 
2004-34-4 

RL: BIOL (Biological study) 

(antihypertensive) 
2004-34 4 CA 

INDEX n NAME^ mlne ' 6 ' 7 " dimethox y" N "P hen V 1 " ' ""Onohydrochlor ide (9CI) (CA 



CORPORATE SOURCE 
SOURCE : 



DOCUMENT TYPE 
LANGUAGE : 




L6 ANSWER 47 OF 4 7 CA COPYRIGHT 2 0 04 ACS ( 



ACCESSION NUMBER : 
ORIGINAL REFERENCE NO. : 
TITLE: 

INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
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63:3284 CA 
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4-Amino-6 , 7 dialkoxyquinolines 
Ebetino, Frank F . ; Wright, George C. 
Norwich Phart 
27 pp. 
Patent 
Unavailable 
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PATENT NO. 

FR 1388756 
BE 640817 
DE 1202280 
GB 1010254 
NL 300630 
US 3272824 
PRIORITY APPLN. : 



APPLICATION NO. 



may 



GI For diagram{s), see printed CA Issue. 

AB The title compds., hypotensive agents, are prepd. according to the given 
equation, where R and Rl are OCH3 ; R2 is H, or CH3 ; and R3 is H, NH2, 
lower alkyl, hydroxyalkyl , alkoxy, carbethoxymethyl , aminoalkyl, dialkyl, 
acetyl, benzyl, phenyl, or cyclohexyl groups. Also R2 and R3 together 

constitute the atoms necessary to complete a cyclic system forming 
morpholine or N-methylpiperazine . For example, a suspension of 5 g . 
4-chloro-6,7-dimethoxyquinoline in 20 ml. hydrazine hydrate (100*) is 
refluxed 75 min., the eoln. cooled and filtered, the ppt. washed with H20 
and recrystd. twice from 5% HC1, giving 21* yield 4 hydrazino-6 , 7- 
dimethoxyquinoline, m. 2 B3 -8 . degree . . Similarly prepd. were the 
following 

6, 7-dimethoxyquinolines (substituents given): 4 amino, HC1 salt m. 
274-6 . degree. (EtOHH20) ; 4 -methylamino , HC1 Bait m. 268 - 70 . degree . 
(decompn.); 4- (2-ethoxyethylamino) , m. 190-3 . degree . (iso-PrOH) ; 
4- (2-hydroxyethylamino) , HC1 salt m. 233 - 6 . degree . (MeOH); 

4- (2-hydroxyethylamino) , HC1 salt m. 23 3 - 6 . degree . (MeOH); 4 -benzylammo, 
Hcl salt m. 248-9. degree. (MeOH); 4 - (4 • -methylpiperazino) , di-HCl.H20 

salt 

m. 240-6 .degree . (decompn.) (MeOH); 4 -dimethylamino , HC1 . 0 . 5H20 Bait m. 

244- 5 . degree. (EtOH) ; 4 - isopropylamino, HC1 salt m. 242 4. degree. (EtOH) ; 
4 anilino, HC1 salt m. 247 50. degree.; 4 - (3 - hydroxypropylamine) , HC1 salt 
m. 235-6. degree. (MeOH); 4-amino-2-ethylamino, di -HC1 . 2H20 sal t , m. 

245- 6 . degree. (MeOH); 4 -morpholino, HC1.H20 salt m. 210 13,deqree. 
(EtOH) ; 

4 (3 -methoxypropylamino) , HC1 salt m. 225 - 8 . degree . [EtOH) ,- 
4 -cyclohexyl ami no, HC1 . 0 . SH20 salt m. 24 1 -2 . degree . ; 4 pentylamino, 
HC1.0.5H2O salt m. 1 98 - 2 00 . degree . (acetonitrile) ; 4-acetamido, HC1.H20 
salt m. 254-9. degree. (EtOH) ; 4 -ethylglycinate, HC1 . 0 . 5H20 salt m. 
224-6. degree. (iso-PrOH); 4 - (2 dimethylaminoethylamino) , di HC1.H20 salt 
m. 261-5. degree. (iso-PrOH) (decompn.). 4 -Amino-6, 7-diethoxyquinoline-HCl 
m. 273 4. degree. (EtOH). 

IT 2004-34-4, Quinoline, 4-anilino 6 , 7 -dimethoxy- , hydrochloride 
(prepn. of) 

RN 2004-34 4 CA 



4 Quinolinamine, 6 , 7 -dimethoxy N-phenyl- 
INDEX NAME) 



monohydrochloride (9CI) (CA 
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=> d his 

(FILE 'HOME' ENTERED AT 13:27:46 ON 22 SEP 2004) 

FILE ' REGISTRY ' ENTERED AT 13:27:52 ON 22 SEP 2004 
LI STRUCTURE UPLOADED 

L2 0 S LI SAM 

L3 0 S LI FULL 

L4 STRUCTURE UPLOADED 

L5 1106 S L4 FULL 

FILE 'CA' ENTERED AT 13:29:01 ON 22 SEP 2004 
L6 47 S L5 

= > 

Logging off of STN 

= > 

Executing the logoff script... 
=> LOG Y 
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